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DETAILED ACTION 



Please Note: In an effort to enhance communication with our customers and reduce 
processing time, Group 1627 is running a Fax Response Pilot for Written Restriction 
Requirements. A dedicated Fax machine is in place to receive your responses. The Fax 
number is 703-308-4315. A Fax cover sheet is attached to this Office Action for your 
convenience. We encourage your participation in this Pilot program. If you have any 
questions or suggestions please contact Jyothsna Venkat, Supervisory Patent Examiner, at 
(703) 308-2439. Thank you in advance for allowing us to enhance our customer service. 
Please limit the use of this dedicated Fax number to responses to Written Restrictions. 



Election/Restriction 

1. Restriction to one of the following inventions is required under 35 U.S. C. 121: 

I. Claims 1-14 and 43 (in part), drawn to a polypharmacophore 
comprising the general formula (I) or (lA) and a pharmaceutical 
composition comprising the polypharmacophore, classified in 
various classes depending on the actual structure of the 
polypharmacophore, for example, any of class 540-570, subclasses 
various. 

II. Claims 15-42 and 43 (in part), drawn to a polypharmacophore 
comprising the general formula (II), (IIA), (III) or (IIIA) and a 
pharmaceutical composition comprising the polypharmacophore, 
classified in various classes depending on the actual structure of 
the polypharmacophore, for example, any of class 540-570, 
subclasses various. 

III. Claims 44-46 (in part), drawn to a method of treating a disease or 
condition involving two or more biological sites by administering a 
polypharmacophore of the general formula (I) or (IA),classified in 
various classes depending on the actual structure of the 
polypharmacophore administered and/or the disease treated, for 
example, any of classes 514 or 424, subclasses various.. 

IV. Claims 44-46 (in part), drawn to a method of treating a disease or 
condition involving two or more biological sites by administering a 
polypharmacophore of the general formula (II), (IIA), (III) or 
(IIIA), classified in various classes depending on the actual 
structure of the polypharmacophore administered and/or the 
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disease treated, for example, any of classes 514 or 424, subclasses 
various. 

V. Claims 47-50 (in part), drawn to a library of polypharmacophores 
comprising the general formula (I) or (lA), classified in various 
classes depending on the actual structure of the 
polypharmacophores of the library, for example, any of class 435, 
DIG 22 or 34-39. 

VI. Claims 47-50 (in part), drawn to a library of polypharmacophores 
comprising the general formula (II), (IIA), (III) or (IIIA), 
classified in various classes depending on the actual structure of 
the polypharmacophores of the library, for example, any of class 
435, DIG 22 or 34-39. 

VII. Claim 5 1 (in part), drawn to a method for determining one or more 
biological activities of a polypharmacophore of the general 
formula (I) or (lA), classified in various classes depending on the 
actual structure of the polypharmacophore(s) used, for example, 
class 435, subclass 4+ or DIG 14-19; class 436, subclass 501+ or 
class 424, subclasses 9.1+. 

VIII. Claim 5 1 (in part), drawn to a method for determining one or more 
biological activities of a polypharmacophore of the general 
formula (II), (IIA), (III) or (IIIA), classified in various classes 
depending on the actual structure of the polypharmacophore(s) 
used, for example, class 435, subclass 4+ or DIG 14-19; class 436, 
subclass 50K or class 424, subclasses 9.1+. 

IX. Claims 52-54 (in part), drawn to a labeled compoimd comprising a 
polypharmacophore that comprises the general formula (I) or (lA), 
classified in various classes depending on the actual structure of 
the polypharmacophore and the label used, for example, class 424 
subclasses 1.11+. 

X. Claims 52-54 (in part), drawn to a labeled compound comprising a 
polypharmacophore that comprises the general formula (II), (IIA), 
(III) or (IIIA), classified in various classes depending on the 
actual structure of the polypharmacophore and the label used, for 
example, class 424 subclasses 1.1 1+. 
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2. The inventions are distinct, each from the other because of the following reasons: 

3. Groups I - II, V - VI and IX - X represent separate and distinct products. They 
differ in respect to their properties, their use and the synthetic methodology for making 
them. Therefore, they have different issues regarding patentability and enablement and 
represent patentably distinct subject matter. This is elaborated upon below. See also 
paragraph 11. 

4. In the instant case, the libraries of Groups V - VI are compositions comprising at 
least two members, while Groups I - II and IX - X represent distinct compounds. 
Libraries and single compounds also have different uses and require different methods of 
making. The single compounds of Groups I - II and IX - X are different from each other 
because they comprise structurally different compounds and are made from different 
starting materials. Specifically, the labeled compounds of Groups IX - X require a 
"detection agent" and thus would be structurally distinct from the unlabeled compounds 
of Groups I - II. 

5. Groups III - IV and VII - VIII are different methods. The methods are different 
because they use different steps, require different reagents and will produce different 
products and/or results. They therefore have different issues regarding patentability and 
enablement and represent patentably distinct subject matter. This is elaborated upon 
below. See also paragraph 11. 
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6. In the instant case, the methods of treatment (Groups III - IV) are completely 
different from the methods for determining one or more biological activities of a 
polypharmacophore (Groups VII - VIII) requiring different method steps and having 
completely different end results (treatment of a disease/condition versus determination of 
one or more biological activities). 

7. Groups I - II and III - IV are related as product and process of use. The 
inventions can be shown to be distinct if either or both of the following can be shown: (1) 
the process for using the product as claimed can be practiced with another materially 
different product or (2) the product as claimed can be used in a materially different 
process of using that product (MPEP § 806.05(h)). In the instant case, the 
disease/conditions of the instant claims could be treated with a variety of different 
compounds and the compounds of Groups I - II could be used as diagnostic agents. 

8. Groups I - II and/or V - VI and VII - VIII are related as product and process of 
use. The inventions can be shown to be distinct if either or both of the following can be 
shown: (1) the process for using the product as claimed can be practiced with another 
materially different product or (2) the product as claimed can be used in a materially 
different process of using that product (MPEP § 806.05(h)). In the instant case, the single 
compounds of Groups I - II and the libraries of Groups V - VI can be used in 
substantially different processes; i.e. used as a starting material for synthesis of libraries 
(Groups I - II) or synthesis of further (more elaborate) libraries (Groups V - VI). 
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9. The labeled compounds of Groups IX - X are not related to the methods of 
Groups III - IV and VII - VIIL The inventions are not disclosed as capable of use 
together and they have different modes of operation, different functions, or different 
effects. In the instant case, there is nothing in the claims that indicates that labeled 
compounds are to be used in any of the methods. However, if applicant were to argue 
that the labeled compounds of Groups IX - X could be used in the methods of Groups III 

- rV or VII - VIII, then the rationale set forth in paragraph 8 above applies. 

1 0. The libraries of Groups V - VI are not related to the methods of treatment of 
Groups III - IV. The inventions are not disclosed as capable of use together and they 
have different modes of operation, different functions, or different effects. In the instant 
case, there is nothing in the claims that indicates that libraries are to be used in the 
methods of treatment. However, if applicant were to argue that the libraries of Groups V 

- VI could be used in the methods of Groups III - IV, then the rationale set forth in 
paragraph 8 above apphes. 

1 1 . Each of the Groups I - II, III - IV, V - VI, VII - VIII and IX - X differ from each 
other because of the structure of the polypharmacophore recited in the claims. Each of 
the polypharmacophores of the general formulas (I)/(IA) and (II)/(IIA)/(III)/(IIIA) are 
deemed to have a chemically different structure. 
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12. These inventions have acquired a separate status in the art as shown by their 
different classification and/or divergent subject matter. The different methods and 
products would require completely different searches in both the patent and non-patent 
databases, and there is no expectation that the searches would be coextensive. Therefore, 
this does create an undue search burden, and restriction for examination purposes as 
indicated is proper. 



13. This appUcation contains claims directed to patentably distinct species of the 
claimed invention for Groups I - X . Election is required as follows. 



14. If applicant elects the invention of Group I, appUcant is required to elect from the 

following patentably distinct species. Please elect one species from each subgroup 

below. Claims 8-12 and 43 are generic. 

Species of polvpharmacophore: general 

Species 1: Containing no additional modifiers (D); e.g. claims 1-7 
Species 2: Containing additional modifiers (D) 

Species of pharmacophoric unit 



Spec 
Spec 
Spec 
Spec 
Spec 
Spec 
Spec 
Spec 
Spec 
Spec 



es 1: D-1 agonist 
es 2: D-2 agonist 
es 3: D-3 agonist 
es 4: D-4 agonist 

es 5: irreversible monoamine inhibitor 

es 6: reversible monoamine inhibitor 

es 7: monoamine transporter inhibitor 

es 8: COMT inhibitor 

es 9: MAO inhibitor 

es 10: dopamine transporter inhibitor 



Species of modifier unit (if present) 
Species 1 : spacer 
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Species 2: scaffold assembler 
Species 3: delivery modulator 
Species 4: bioactivating group 
Species 5: detection agent 
Species 6: agent to increase solubility 
Species 7: targeting agent 

Species of polvpharmacophore: specific 

Finally, a specific polypharmacophore compound should be elected, 

defining all variable groups (S, P, M, D (if present), x, y, a (if present) and 

b (if present)) and showing the bonds between them. 

Please note that a specific S, P, M and D (if present) should be elected by 

chemical structure. If more than one P, M or D is present in the elected 

compound, they should all be defined. 

The election should result in a sinele compound species . 

The species are distinct, each from the other, because their structures and modes 
of action are different. They would also differ in their reactivity and the starting 
materials fi-om which they are made. Therefore, the species have different issues 
regarding patentability and represent patentably distinct subject matter. 



15. If applicant elects the invention of Group II, applicant is required to elect fi'om 

the following patentably distinct species. Please elect one species fi:'om each subgroup 

below. Claims 22-26 and 43 are generic. 

Species of polypharmacophore; general 

Species 1: Containing no additional modifiers (D); e.g. claims 15-21 
Species 2: Containing additional modifiers (D) 

Species of pharmacophoric unit 
Species 1: D-1 agonist 
Species 2: D-2 agonist 
Species 3: D-3 agonist 
Species 4: D-4 agonist 
Species 5: irreversible monoamine inhibitor 
Species 6: reversible monoamine inhibitor 
Species 7: monoamine transporter inhibitor 
Species 8: COMT inhibitor 
Species 9: MAO inhibitor 
Species 10: dopamine transporter inhibitor 
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Species of modifier unit fif present) 
Species 1 : spacer 
Species 2: scaffold assembler 
Species 3: delivery modulator 
Species 4: bioactivating group 
Species 5: detection agent 
Species 6: agent to increase solubility 
Species 7: targeting agent 

Species of polypharmacophore; specific 

Finally, a specific polypharmacophore compound should be elected, 
defining all variable groups (S, A, B, C, D (if present), a (if present), b (if 
present) and c (if present)) and showing the bonds between them. 
Please note that a specific S, A, B, C and D (if present) should be elected 
by chemical structure. If more than one D is present in the elected 
compound, they should all be defined. 
The election should result in a sinsle compound species . 

The species are distinct, each from the other, because their structures and modes 
of action are different. They would also differ in their reactivity and the starting 
materials fi-om which they are made. Therefore, the species have different issues 
regarding patentability and represent patentably distinct subject matter. 



16. If applicant elects the invention of Group III, applicant is required to elect fi"om 

the following patentably distinct species. Claims 44-46 are generic. 

Species of polypharmacophore administered 

First, one of formula (I) or (I A) should be elected. 
Then, a specific polypharmacophore compound that is administered in the 
method should be elected, defining all variable groups in the compound. 
The election should result in a sinsle compound species . 

The species are distinct, each from the other, because their structures and modes 
of action are different. Specifically, they would also differ in their reactivity, 
mode of action in the body and the starting materials fi^om which they are made. 
• Therefore, the species have different issues regarding patentability and represent 
patentably distinct subject matter. 
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17. If applicant elects the invention of Group IV, applicant is required to elect from 

the following patentably distinct species. Claims 44-46 are generic. 

Species of polypharmacophore administered 

First, one of formula (II), (IIA), (III) or (IIIA) should be elected. 
Then, a specific polypharmacophore compound that is administered in the 
method should be elected, defining all variable groups in the compound. 
The election should result in a sinsle compound species . 

The species are distinct, each from the other, because their structures and modes 
of action are different. Specifically, they would also differ in their reactivity, 
mode of action in the body and the starting materials from which they are made. 
Therefore, the species have different issues regarding patentability and represent 
patentably distinct subject matter. 



18. If applicant elects the invention of Group V, applicant is required to elect from 

the following patentably distinct species. Claims 47-50 are generic. 

Species of core polypharmacophore compound 

First, one of formula (I) or (lA) should be elected. 

Then, a specific core polypharmacophore compound of the library should 

be elected, defining all variable groups in the core compound. 

The election should result in a sinele core compound that is common to 

all library members . 

The species are distinct, each from the other, because their structures and modes 
of action are different. They would also differ in their reactivity and the starting 
materials from which they are made. Therefore, the species have different issues 
regarding patentability and represent patentably distinct subject matter. 



19. If applicant elects the invention of Group VI, applicant is required to elect from 

the following patentably distinct species. Claims 47-50 are generic. 

Species of core polypharmacophore compound 

First, one of formula (II), (IIA), (III) or (IIIA) should be elected. 
Then, a specific core polypharmacophore compound of the library should 
be elected, defining all variable groups in the core compound. 
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The election should result in a single core compound that is common to 
all library members . 

The species are distinct, each from the other, because their structures and modes 
of action are different. They would also differ in their reactivity and the starting 
materials from which they are made. Therefore, the species have different issues 
regarding patentability and represent patentably distinct subject matter. 



20. If applicant elects the invention of Group VII, applicant is required to elect from 

the following patentably distinct species. Please elect one species from each subgroup 

below. Claims 47-50 are generic. 

Species of polvpharmacophore tested: general 
First, one of formula (I) or (lA) should be elected. 
Then, elect from the following: 

Species A: single polypharmacophore 

Species B: library of polypharmacophores 

Species of polvpharmacophore tested: specific 

A specific polypharmacophore compound or core polypharmacophore 
compound that is tested in the method should be elected, defining all 
variable groups in the compound/core compound. 
The election should result in a sinsle compound species or a sinsle core 
compound that is common to all library members . 

The species are distinct, each from the other, because their structures and modes 
of action are different. They would also differ in their reactivity and the starting 
materials from which they are made. Therefore, the species have different issues 
regarding patentability and represent patentably distinct subject matter. 



21 . If applicant elects the invention of Group VIII, applicant is required to elect from 

the following patentably distinct species. Please elect one species from each subgroup 

below. Claims 47-50 are generic. 

Species of polvpharmacophore tested: general 

First, one of formula (II), (IIA), (III) or (IIIA) should be elected. 
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Then, elect from the following: 

Species A: single polypharmacophore 
Species B: library of polypharmacophores 

Species of polypharmacophore tested; specific 

A specific polypharmacophore compound or core polypharmacophore 
compound that is tested in the method should be elected, defining all 
variable groups in the compound/core compound. 
The election should result in a single compound species or a sinsle core 
compound that is common to all library members . 

The species are distinct, each from the other, because their structures and modes 
of action are different. They would also differ in their reactivity and the starting 
materials from v/hich they are made. Therefore, the species have different issues 
regarding patentability and represent patentably distinct subject matter. 



22. If appUcant elects the invention of Group IX, applicant is required to elect from 

the following patentably distinct species. Please elect one species from each subgroup 

below. Claim 52 is generic. 

Species of labeling site 

Species 1 : pharmacophoric unit 
Species 2: scaffold unit 
Species 3: modifier unit 

Species of label 

Species 1: radionuclide; e.g. claim 53 
Species 2: fluorescent; e.g. claim 54 

Species of labeled compound 

First, one of formula (I) or (lA) should be elected. 

Then, a specific labeled compound should be elected, defining all variable 
groups in the compound and showing the label, its structure and 
connectivity to the rest of the compound. 

The election should result in a sinsle labeled compound species . 

The species are distinct, each from the other, because their structures and modes 
of action are different. They would also differ in their reactivity and the starting 
materials from which they are made. Therefore, the species have different issues 
regarding patentability and represent patentably distinct subject matter. 
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23. If applicant elects the invention of Group X, applicant is required to elect from 

the following patentably distinct species. Please elect one species from each subgroup 

below. Claim 52 is generic. 

Species of labeling site 

Species 1 : pharmacophoric unit 
Species 2: scaffold unit 
Species 3: modifier unit 

Species of label 

Species 1: radionuclide; e.g. claim 53 
Species 2: fluorescent; e.g. claim 54 

Species of labeled compound 

First, one of fomiula (II), (II A), (III) or (IIIA) should be elected. 

Then, a specific labeled compound should be elected, defining all variable 

groups in the compound and showing the label, its structure and 

connectivity to the rest of the compound. 

The election should result in a single labeled compound species . 

The species are distinct, each from the other, because their structures and modes 
of action are different. They would also differ in their reactivity and the starting 
materials from which they are made. Therefore, the species have different issues 
regarding patentability and represent patentably distinct subject matter. 



24. Applicant is required under 35 U.S.C. 121 to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. 



25. Applicant is advised that a reply to this requirement must include an identification 
of the species that is elected consonant with this requirement, and a listing of all claims 
readable thereon , including any claims subsequently added. An argument that a claim is 
allowable or that all claims are generic is considered nonresponsive unless accompanied 
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by an election. 

26. Upon the allowance of a generic claim, applicant will be entitled to consideration 
of claims to additional species which are written in dependent form or otherwise include 
all the limitations of an allowed generic claim as provided by 37 CFR 1.141. If claims 
are added after the election, applicant must indicate which are readable upon the elected 
species. MPEP § 809.02(a). 

27. Should applicant traverse on the ground that the species are not patentably 
distinct, applicant should submit evidence or identify such evidence now of record 
showing the species to be obvious variants or clearly admit on the record that this is the 
case. In either instance, if the examiner finds one of the inventions unpatentable over the 
prior art, the evidence or admission may be used in a rejection under 35 U.S.C. 103(a) of 
the other invention. 

28. Applicant is advised that the reply to this requirement to be complete must 
include an election of the invention to be examined even though the requirement be 
traversed (37 CFR 1.143). Because the above restriction/election requirement is 
complex, a telephone call to applicants to request an oral election was not made. See 
MPEP §812.01. 
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29. Applicant is reminded that upon the cancellation of claims to a non-elected 
invention, the inventorship must be amended in comphance with 37 CFR 1. 48(b) if one 
or more of the currently named inventors is no longer an inventor of at least one claim 
remaining in the application. Any amendment of inventorship must be accompanied by a 
petition under 37 CFR 1.48(b) and by the fee required under 37 CFR 1.17(i). 

30. Applicant is also reminded that a 1 - month (not less than 30 days) shortened 
statutory period will be set for response when a written requirement is made without an 
action on the merits. This period may be extended under the provisions of 37 CFR 
1.136(a). Such action will not be an "action on the merits" for purposes of the second 
action final program, see MPEP 809.02(a). 

3 1 . Any inquiry concerning this communication or earlier communications fi-om the 
examiner should be directed to Maurie E. Garcia, Ph.D. whose telephone number is (703) 
308-0065. The examiner can normally be reached on Monday-Thursday from 9:30 to 
7:00 and alternate Fridays. 

32. If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jyothsna Venkat, can be reached on (703) 308-2439. The fax phone number 
for the organization where this application or proceeding is assigned is (703) 308-4242. 
Any inquiry of a general nature or relating to the status of this application or proceeding 
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should be directed to the receptionist whose telephone number is (703) 308-0196. 



Maurie E. Garcia, Ph.D. 
March 15, 2002 



